Sir,

Patients with both pulmonary and extrapulmonary tuberculosis may demonstrate peripheral blood abnormalities and the findings may be minimal or profound.\[[@ref1][@ref2]\] When thrombocytopenia occurs in TB it does so most commonly via non-immunologic means, typically manifesting in the context of pancytopenia that develops secondary to granulomatous infiltration of the bone marrow.\[[@ref3]\] However, immune thrombocytopenic purpura (ITP) in association with tuberculosis is extraordinarily a rare event.

A 23-year-old previously healthy, non-smoker male was admitted in our hospital with history of fever and productive cough for 1 month and purpuric spots all over the limbs for the last 2 weeks, purpuric spots on oral cavity \[[Figure 1](#F1){ref-type="fig"}\], respiratory distress and hematuria for 1 day. There was no history of arthralgia and weight loss. He was not on any medication at the time of admission. Past history and family history were non-contributory. On physical examination, vitals were stable. He had non-tender, non-palpable purpuric spots all over the four limbs and wet purpura on mouth. He had mild pallor, no sternal tenderness. There was no hepatosplenomegaly or lymphadenopathy. Left-sided vesicular breath sound was grossly reduced in mammary and inframammary region with stony dull percussion note.

![Wet purpura on palatal mucosa](LI-33-105-g001){#F1}

Serial investigations are shown in [Table 1](#T1){ref-type="table"}. His prothrombin time was 13.7 sec with control 11.2 sec and INR was 1.2 and APTT was 25.6 sec (n-22.6-35 sec). Clinically he was diagnosed to be immune thrombocytopenic purpura and intravenous methylprednisolone was started. Emergency chest X-ray showed left-sided pleural effusion. Pleural fluid was aspirated for diagnostic purpose and it was reddish in color.

###### 

Complete hemogram on day 1, day 2, day 3, day 5, and day 7
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Next day patient complained of blurring of vision and ophthalmoscopy revealed hemorrhagic spots in retina of both eyes. Reports of biochemical analysis of pleural fluid which came on day 3, showed glucose 10 mg/dl, protein 6.5 gm/dl (serum protein 7.3 gm/dl), LDH 1100U/L (serum LDH 317 U/L), and ADA 80.3 U/L. We have started ATD CAT I.

Bone marrow aspiration was done on day 4 and it revealed a cellular marrow with normal maturation of myeloid and erythroid series. Megakaryocytes were increased in number \[[Figure 2](#F2){ref-type="fig"}\]. No granuloma and abnormal non-hematopoietic cells were detected. Bone marrow culture for *Mycobacterium tuberculosis* was negative.

![Bone marrow aspiration smear showing mature megakaryocyte with normal morphology (x40), Leishman Stain](LI-33-105-g003){#F2}

The platelet count normalized on seventh day and remained normal during the course of treatment. Sputum smear was negative for AFB initially and at the end of 2^nd^, 4^th^ and 6^th^ month of chemotherapy. Pleural fluid was positive for AFB by BACTEC culture on day 14. Pleural effusion was subsided on second week. Patient was discharged on the 21^st^ day. Thrombocytopenia did not recur during follow-up for 1 year after completion of chemotherapy.

A causal association between TB and immune thrombocytopenia is extremely rare. ITP is an acquired disorder in which there is immune-mediated destruction of platelets and possibly inhibition of platelet release from megakaryocytes. The pathogenesis of immune thrombocytopenia in tuberculosis is thought to be generation of lymphocyte-borne antiplatelet antibodies as a result of clonal proliferation of B-lymphocyte due to host\'s immune response to the tuberculous pathogen.\[[@ref3]\] It was supported by presence of antiplatelet antibodies in few reports.\[[@ref4][@ref5]\] However, according to The American Society for Hematology\'s (2011) guidelines for the diagnosis and management of ITP, absence of antiplatelet antibodies in no way invalidate the diagnosis of ITP. Moreover, they labelled antiplatelet antibodies as an 'unnecessary' test for the routine evaluation of ITP patients.\[[@ref6]\]

However, many mechanisms specific for the disease itself can produce thrombocytopenia. Bone marrow changes like myelofibrosis, granulomatosis, amyloidosis, hemophagocytosis and necrosis can cause thrombocytopenia along with decrease in other cell lines.\[[@ref7]\] Bone marrow aspiration of our patient showed only increased number of megakaryocytes which not only support the diagnosis of ITP but also excludes other production defect and hemophagocytic syndrome. Thrombocytopenia in TB is usually a complication of therapy with antituberculous drugs like rifampicin, ethambutol, and pyrazinamide.\[[@ref8][@ref9]\] Our patient had not received any ATT prior to presentation to our institution. So ATT-induced thrombocytopenia was ruled out. Absence of spleenomegaly excludes consumptive thrombocytopenia as may occur in disseminated tuberculosis in the context of tubercular splenic abscess. Absence of renal insufficiency, hemolyticanemia and neurological signs made TTP as a cause of thrombocytopenia unlikely. DIC was excluded as P-time and APTT was normal.

The above case could be confused with coincidental presentation of ITP and tuberculosis. But temporal association of TB with immune thrombocytopenic purpura (ITP) purpura, recovery of platelet count after starting antituberculous drugs and steroids, and absence of recurrence of thrombocytopenia after stopping antituberculous drugs are further evidences to suggest that thrombocytopenia was not co-existent with TB but was causally related to it.

The case we described was negative for acid-fast bacilli in sputum. Depending on facts like pleural fluid analysis which showed high ADA (80.3 U/L) and high lymphocyte to neutrophil ratio, age of the patient which is below 35 years and from an area of India with high prevalence of tuberculosis, we diagnose it as a case of tubercular pleural effusion. This view is supported by some studies which showed non-invasive diagnosis using a ADA cut-off level of 40 IU with lymphocyte/neutrophil ratio above 0.75 can be used to diagnose pleural tuberculosis in patients \<35 years old from countries with a high prevalence of tuberculosis and a low level of mycobacterial resistance.\[[@ref10][@ref11]\] So we started antitubercular therapy, to which our patient readily responded both clinically and radiologically. This was further confirmed by positivity by BACTEC culture.

Most of the such cases published in the literature, are associated with sputum-positive pulmonary tuberculosis and tubercular lymphadenitis, disseminated tuberculosis, military tuberculosis with and without tubercular meningitis and one case of knee joint tuberculosis.\[[@ref12]\] Only one case report mentioned tubercular pleural effusion which in due course found to be disseminated tuberculosis on clinical and radiological evidence.\[[@ref13]\] Immune thrombocytopenia associated with only tubercular pleural effusion has not been reported earlier. So in this respect our case was unique.

So, it is important that the medical community should recognize and consider TB as a treatable secondary cause of immune thrombocytopenia, especially in areas of high endemicity of TB.
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